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(S) Sustained release pharmaceutical composition and process for producing same. 

(57) A sustained release pharmaceutical composition for oral administration having a core comprising (a) 
1,3-dimethyi-6-{2-{N-(2-hydroxyethyl)-N-[3-(4-nitrophenyl) propyl]amino}ethylamino}-2,4-(1H,3H)-pyrimi- 
dinedione or its acid adduct as an active component, (b) an organic acid, and (c) a water soluble 
polymer such as polyvinyl alcohol, anda coat comprising a mixture of (d) a water insoluble polymer and 
(e) a water soluble polymer, the components (a) to (c) being permeable together through the coat so 
that the active component (a) may be stably dissolved in an intestinal liquid and may not precipitate in a 
short period of time. 
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The present invention relates to a sustained release pharmaceutical composition, and more specifically, 
it relates to a sustained release pharmaceutical composition for oral administration. More concretely, it relates 
to a sustained release pharmaceutical composition for oral administration of a 1 ,3-dimethyl-6-{2-{N-(2-hydrox- 
yethyl)-N-[3-(4-nitrophenyl)propyl]arriino}ethylamino}-2,4-(1H,3H)-pyrimidinedione acid compound (herein- 

5 after referred to as "the pyrimidinedione derivative" or simply as "the drug") which is a compound useful as a 
class III type antiarrhythmic drug and which is Compound 8 mentioned in Japanese Patent Application Laid- 
open No. 173873/1991, and its preparation process. 

A pyrimidinedione derivative has been utilized as a class III type antiarrhythmic drug, and it exerts an ex- 
tremely excellent effect for an arrhythmic remedy which requires a long-term administration of the drug. In ad- 

10 dition, the pyrimidinedione derivative is also a drug effective to relieve a heart functional disorder such as heart 
failure. As a long-term administration manner, an oral administration has been suggested. For example, in Ex- 
ample 18 of Japanese Patent Application Laid-open No. 173873/1991, the pyrimidinedione derivative is suf- 
ficiently mixed with lactose and starch, and the resultant mixture is then filled into capsules to manufacture 
the desired drug. The present inventors actually carried out an oral administration test for the drug. In conse- 

15 quence, they had found for the first time that the drug was absorbed by the stomach and that its concentration 
in blood reached a high level within 30 minutes from the administration, but the concentration in blood lowered 
rapidly when 2 or 3 hours had passed since the administration. 

In general, the sustained release pharmaceutical composition has many advantages of, for example, re- 
ducing the number of administrations of the drug, decreasing side effects and keeping an effective concen- 

20 tration in blood. Because the advantages are important, various pharmaceutical compositions have been de- 
veloped. For example, as described in Medical Polymer (Kyoritsu Chemical Library, Kyoritsu Publisher) p. 115- 
1 50 and elsewhere, there have been suggested a pharmaceutical composition containing a substance capable 
of easily crumbling in the stomach or the intestines, a pharmaceutical composition obtained by coating tablets 
or granules of a drug with a hydrophobic substance, a pharmaceutical composition obtained by coating a drug 

25 with a semi-permeable film forming polymer, and a pharmaceutical composition obtained by mixing or com- 
bining a water soluble or a water slightly soluble polymer with a drug, or adsorbing the drug by the polymer so 
as to slowly release the drug. Some of the pharmaceutical compositions have been actually put to practical 
use. 

However, the drugs as active components which are contained in the pharmaceutical compositions are 

30 different in solubility and absorption sites in the digestive organs on the basis of their characteristics. Conse- 
quently, the same release technique is hardly applicable to two drugs, and it is necessary to develop a phar- 
maceutical composition suitable for each drug. 

For example, the above pyrimidinedione derivative is a basic drug, and has general characteristics that it 
is easily soluble on an acid side of a pH but very little soluble on a neutral side or an alkaline side. That is to 

35 say, in the digestive organs, the pyrimidinedione derivative is easily dissolved and released in the stomach 
owing to an acid therein, but the dissolution and the release of the pyrimidinedione derivative deteriorate in 
the intestines because the intestines are a neutral or an alkaline state. Furthermore, the deterioration of the 
solubility of the pyrimidinedione derivative with the increase of the pH is remarkable. For example, in a Japa- 
nese pharmacopoeia test liquid No. 1 (pH = 1 .2) which corresponds to the pH in the stomach, the solubility of 

40 the pyrimidinedione derivative is 1 g/ml or more, but in a Japanese pharmacopoeia test liquid No. 2 (pH = 6.8) 
which corresponds to the pH in the intestines, the solubility of the pyrimidinedione derivative is 0.1 mg/ml or 
less. Hence, by the conventional known means for basic pharmaceutical compositions, it is substantially im- 
possible to obtain a sustained release pharmaceutical composition which has a low solubility in the intestines 
and which can be effectively absorbed. 

45 The present invention intends to provide a sustained release pharmaceutical composition for oral admin- 

istration effective for an arrhythmic remedy which requires a long-term administration. More specifically, the 
present invention intends to provide a novel sustained release pharmaceutical composition containing, as an 
active component, a pyrimidinedione derivative (Japanese Patent Application Laid-open No. 173873/1991) 
which is a compound useful as a class III type antiarrhythmic drug by the classification of antiarrhythmic drugs 

50 described in E. M. Vaughan Williams ("Advances in Drug Research, Vol. 9" edited by N. J. Simmonds, Academic 
Press in London; 1974; p 69-101). 

The pyrimidinedione derivative has a strong basicity as described above, and so it is readily dissolved in 
the stomach when orally administered, and it is extremely rapidly absorbed therein. In addition, as found for 
the first time by the present inventors, the pyrimidinedione derivative is quickly metabolized, and in several 

55 hours from the oral administration, its concentration in blood noticeably deteriorates. Thus, in order to maintain 
the concentration in blood at a constant level, the pyrimidinedione derivative is required to be administered 
little by little every several hours, and so it has been substantially difficult to utilize the pyrimidinedione der- 
ivative as the oral drug. For the purpose of solving these problems, the present inventors have tried to restrain 
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the pyrimidinedione derivative from dissolving in the stomach and to dissolve it at a constant ratio for a long 
period of time in the intestines by the contrivance of a drug morphology such as the formation of a double coat, 
and as a result, this try has succeeded to some extent. 

However, it has been found that most of the pyrimidinedione derivative dissolved precipitates in an intes- 
5 tinal liquid, and thus the absorption of the drug through an intestinal wall cannot be expected. The present in- 
ventors have intensively researched with the intention of finding a technique by which the pyrimidinedione der- 
ivative is not dissolved in the stomach and the precipitation of the pyrimidinedione derivative does not occur 
even in a neutral region. 

Preferred embodiments of the present invention may provide a sustained release pharmaceutical compo- 
10 sition which can prevent a controlled and released drug from precipitating again in a pH region (a neutral state 
or a weakly alkaline state) in intestines, increase the body's absorption of the drug, and maintain the effective 
function for a long period of time; and provide a process for preparing the sustained release pharmaceutical 
composition. 

The present inventors have intensively investigated an active component and additives for forming a core 
15 as well as a coating composition for effectively controlling the release of the active component. As a result, 
the present inventors have found a sustained release pharmaceutical composition for oral administration con- 
taining the above pyrimidinedione derivative as the active component, and in consequence, the present inven- 
tion has now been completed. 

That is to say, one aspect of the present invention is directed to a sustained release pharmaceutical com- 
20 position for oral administration comprising a core and a coat (or layer or film) covering the core; 
said core comprising essential components of: 

(a) 1,3-dimethyl-6-{2-{N-(2-hydroxyethyl)-N-[3-(4-nitrophenyl)propyl]amino}ethylamino}-2,4-(1H 
imidinedione or its acid adduct as an active component, 

(b) an organic acid, and 

25 (c) one or more water soluble polymers selected from the group consisting of polyvinyl alcohol, polyethy- 

lene glycol, polyvinyl pyrrolidone, hydroxy propyl cellulose, hydroxy propylmethyl cellulose, carboxy methyl 
cellulose and hydroxyethyl cellulose, 

said core having properties capable of stably dissolving the active component (a) in an intestinal 
liquid without precipitation; 

30 said coat covering the core comprising a mixture of: 

(d) a water insoluble polymer, and 

(e) a water soluble polymer, 

the water insoluble polymer (d) being mixed with the water soluble polymer (e) in such a ratio that 
the active component (a), the organic acid (b) and the water soluble polymer (c) can penetrate together 
35 through the coat in order for the active component (a) passed through the coat not to rapidly precipitate 

in the intestinal liquid. 

Another aspect of the present invention is directed to a process for preparing a sustained release phar- 
maceutical composition for oral administration comprising a core and a coat covering the core, said process 
comprising: 

ao the step of forming said core comprising essential components of: 

(a) 1,3-dimethyl-6-{2-{N-(2-hydroxyethy^ 
imidinedione or its acid adduct as an active component, 

(b) an organic acid, and 

(c) one or more water soluble polymers selected from the group consisting of polyvinyl alcohol, polyethy- 
45 lene glycol, polyvinyl pyrrolidone, hydroxypropyl cellulose, hydroxypropyl methyl cellulose, carboxymethyl 

cellulose and hydroxyethyl cellulose, 

said core having properties capable of stably dissolving the active component (a) in an intestinal 
liquid without precipitation; and 

the step of forming said coat covering the core form a mixture obtained by mixing a water insoluble 
so polymer (d) with a water soluble polymer (e) in such a ratio that the active component (a), the organic acid 

(b) and the water soluble polymer (c) can penetrate together through the coat in order for the active com- 
ponent (a) passed through the coat not to rapidly precipitate in the intestinal liquid. 

BRIEF DESCRIPTION OF THE DRAWING 

55 

Fig. 1 shows the results of an administration test to a beagle of a sustained release pharmaceutical com- 
position obtained in Example 1. 

Next, some preferred embodiments of the present invention will be described in detail. 
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An active component (a) in a core of the present invention comprises a pyrimidinedione derivative, in par- 
ticular, Compound 8 (1,3-dimethyl-6-{2-{N-(2-hydroxyethyl) -N-[3-(4-nitrophenyl)propyi]amino}ethylamino}- 
2,4-(1H,3H) -pyrimidinedione) described in Japanese Patent Application Laid-open No. 173873/1992 and op- 
tionally a pharmaceutical^ acceptable inorganic or organic acid to form an acid adduct (salt). 

5 The optional adduct-forming acid is, for example, an organic acid or an inorganic acid selected from f umaric 

acid, maleic acid, oxalic acid, malonic acid, succinic acid, tartaric acid, citric acid, lactic acid, benzenesulfonic 
acid, hydrochloric acid, hydrobromic acid, phosphoric acid, sulfuric acid, nitric acid and methanesulfonic acid. 

The core is characterized by comprising this active compound or its acid-added salt (a), an organic acid 
(b) and a water soluble polymer (c) as essential components. The organic acid (b) has a function for rapidly 

10 dissolving the drug substance which is the active component Examples of the organic acid (b) include acids 
constituting pharmaceutical ly acceptable salts mentioned in Japanese Patent Application Laid-open No. 
1 73873/1 991 , such as adipic acid, maleic acid, citric acid, malonic acid, ascorbic acid, lactic acid, f umaric acid, 
malic acid, tartaric acid and succinic acid. Preferable are adipic acid, citric acid, ascorbic acid, f umaric acid, 
malic acid, tartaric acid and succinic acid, and more preferable are f umaric acid, malic acid and succinic acid. 

15 The amount of the organic acid (b) to be used is typically in the range of from 0.1 to 200 parts by weight, pre- 
ferably 20 to 100 parts by weight, based on 100 parts by weight of the drug, i.e., active component (a). 

Examples of the water soluble polymer (c) in the core include polyvinyl alcohol, hydroxypropyl cellulose, 
hydroxypropylmethyl cellulose, polyethylene glycol, carboxymethyl cellulose, polyvinyl pyrrolidone and hydrox- 
yethyl cellulose, and they can be used singly or in combination. Preferable are polyvinyl alcohol and hydroxy- 

20 propyl cellulose. This water soluble polymer (c) has a function of stably keeping up the dissolving state of the 
dissolved drug substance as the active component without any precipitation irrespective of a pH. Here, "the 
dissolving state" does not have to be a strict dissolving state, but it means at least such a dissolving state that 
the drug substance can be absorbed through an intestinal wall. Incidentally, the typical evaluation of the dis- 
solving state is made on the basis of whether or not the drug substance in the core is stably dissolved in a 

25 Japanese pharmacopoeia test liquid No. 2 (pH = 6.8) without any precipitation. The amount of the water soluble 
polymer (c) to be used is not critical, but it is typically in the range of from 5 to 200 parts by weight, preferably 
from 5 to 1 00 parts by weight, more preferably from 1 0 to 70 parts by weight based on 1 00 parts by weight of 
the drug which is the active component (a). If the amount of the water soluble polymer (c) is too little, there 
cannot be sufficiently exerted the function of the water soluble polymer (c) that the dissolving state is stably 

30 maintained in a pH region in an intestinal tube in which the drug substance is mainly absorbed, so that the 
drug substance inconveniently precipitates with time and the absorption of the drug substance in the intestine 
noticeably deteriorates. On the other hand, if the amount of the water soluble polymer (c) is too much, the rel- 
ative amount of the drug substance decreases and so the effect of the drug substance is inconveniently poor, 
though the dissolving state is stably maintained. Since the water soluble polymer (c) is a polymer, its dissolving 

35 rate in water is much lower as compared with the pyrimidinedione derivative. In order to exert the effect of the 
present invention with the aid of the water soluble polymer (c), it is preferable to achieve a condition under 
which the soluble polymer begins to dissolve earlier than the drug substance, for example, by that the pyrimi- 
dinedione derivative is previously coated with the water soluble polymer (c). 

Heretofore, in manufacturing the pharmaceutical composition, a binder is used, and examples of the usable 

40 binder include starch, gelatin, gum arabic, cellulose derivatives, polyvinyl pyrrolidone, dextrin and agar. The 
amount of the binder to be used depends upon its binding power, but in general, it is a small amount of from 
about 1 to 5 parts by weight If the binder is used in an amount usable as a usual binder in place of the water 
soluble polymer (c), the dissolving state of the drug substance cannot be maintained when the pH changes, 
and in consequence, the drug substance easily precipitates. Furthermore, gum arabic, gelatin, agar and dextrin 

45 are water soluble polymers, but even when the binder is used singly in a much more amount than the amount 
usable as the usual binder, the effect of preventing the drug from precipitating is extremely low. However, they 
may be used together with the soluble polymer (c) used in the present invention. 

In the present invention, the core may contain an excipient, a lubricant, an anticoagulant and a binder which 
can be used in the technical field of pharmaceutical compositions. Examples of the excipient include sugars 

50 such as white sugar and lactose, starch and cellulose, and examples of the lubricant and the anticoagulant 
include talc, calcium stearate, waxes and silica. 

A coat covering the core of the present invention (hereinafter referred to as "the first coat" according to 
circumstances) is a sustained release coat for giving sustained release properties to the core in an intestinal 
liquid, and it is characterized by comprising a mixture of a water insoluble polymer (d) and a water soluble poly- 

55 mer (e). The coat can control the release of the active component (a), the organic acid (b) and the water soluble 
polymer (c) in the core irrespective of the pH. The most important role of this coat is to together or simultane- 
ously release the three components of the pyrimidinedione derivative (a) and the organic acid (b) having a rel- 
atively high dissolving rate, and the water soluble polymer (c) having an-extremely low dissolving rate and a 
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large molecular weight, through the coat to the outside of the coat at a controlled release velocity. Incidentally, 
the typical evaluation of the sustained release coat is made by measuring how the components (a), (b) and 
(c) in the core are released through the sustained release coat in a Japanese pharmacopoeia test liquid No. 
2 (pH = 6.8). 

5 The water insoluble polymer (d) is, for example, one or a combination of two or more selected from the 

group consisting of ethyl acrylate-methyl methacrylate-trimethylammoniumethyl chloride methacrylate copo- 
lymer (which is an acrylic resin commercially available under EUDRAGITE RS from Rohm Pharma GmbH), 
ethyl acrylate-methyl methacrylate copolymer (which is an acrylic resin commercially available under EUDRA- 
GITE NE from Rohm Pharma GmbH), polymethy) methacrylate, cellulose acetate, cellulose acetate butylate, 
10 ethylene-vinyl acetate copolymer, polyvinyl acetate and ethyl cellulose. Preferable are ethyl acrylate-methyl 
methacrylate-trimethyiammoniumethyl chloride methacrylate copolymer, ethyl acrylate-methyl methacrylate 
copolymer and ethyl cellulose. These polymers are insoluble in water, a stomach liquid and an intestinal liquid 
but swell and become semi-permeable in water, the gastric liquid (juice) and the intestinal liquid. 

The water soluble polymer (e) is, for example, one or a combination of two or more selected from the group 
15 consisting of polyvinyl pyrrolidone, hydroxypropyl cellulose, hydroxypropyimethyl cellulose, polyethylene gly- 
col, methyl cellulose, carboxymethyi cellulose, polydimethylaminoethyl methacrylate, hydroxyethyt cellulose 
and polyvinyl alcohol. Preferable are polyvinyl pyrrolidone, hydroxypropyl cellulose, hydroxypropyimethyl cel- 
lulose, polyethylene glycol, hydroxyethyl cellulose and polyvinyl alcohol. 

Since the coat is formed from the mixture of the water insoluble polymer (d) and the water soluble polymer 
20 (e), the release rate of the core components can be controlled by changing a mixing ratio of both the compo- 
nents and the thickness of the coat. Thus, the mixing ratio of the water insoluble polymer (d) and the water 
soluble polymer (e) depends upon the composition of the core components to be controlled or the desired re- 
lease velocity (rate). The water insoluble polymer (d) also forms a semi-permeable coat by itself. However, 
water and low-molecular weight substances can permeate this semi-permeable coat, but the water soluble 
25 polymer (c) which can play the role of a stabilizer important to stably maintain the dissolving state of the drug 
substance does not permeate the semi- permeable coat. Hence, in the present invention, the coat covering the 
core is formed from the component system in which the water soluble polymer (e) is dissolved or dispersed in 
the water insoluble polymer (d). When this coat comes in contact with water, the water soluble polymer (e) alone 
is dissolved, so that micropores having a size of molecules are formed in the coat, which permits the water 
30 soluble polymer (c) used in the core to be released through the coat. 

In general, from 1 to 50 parts by weight, preferably from 2 to 30 parts by weight, more preferably from 3 
to 20 parts by weight of the water soluble polymer (e) is mixed with 100 parts by weight of the water insoluble 
polymer (d). The water soluble polymer (e) can be considered to be a certain kind of pores forming agent, and 
so if the large amount of the water soluble polymer (e) is used, the release velocity of the pyrimidinedione der- 
35 ivative (drug substance) increases excessively, so that the role as the sustained release coat is lost. On the 
other hand, if the excessively small amount of the water soluble polymer (e) is used, the release of the water 
soluble polymer (c) which is used as the core component and has the function of stably maintaining the dis- 
solution of the pyrimidinedione derivative is inhibited, so that the pyrimidinedione derivative alone is released 
through the coat In consequence, the drug substance cannot be stably maintained in the dissolving state, and 
40 it precipitates prior to being absorbed through the intestinal wall, so that the purpose of the coat or coating 
design cannot be achieved. 

The thickness of the coat can be considered to be a coating amount. In general, the coating amount of the 
coat is preferably in the range of from 5 to 30 parts by weight based on 100 parts by weight of the core. 
The coat comprising both the components (d) and (e) as essential components may contain a plasticizer, 
45 a lubricant and the like which can be used in the technical field of pharmaceutical compositions, in addition to 
the above components (d) and (e). 

Furthermore, additives for stably forming the coat can be added to the coating components, and examples 
of the additives include inorganic fine particles such as talc and silica, and organic acid salt fine particles of 
polyvalent metals such as calcium stearate, magnesium stearate and zinc stearate. 
50 The pharmaceutical composition of the present invention is preferably prepared by two steps. That is to 

say, the core is first prepared, and the coat for covering the core is then formed. 

The core can be prepared by a usual pharmaceutical composition preparation technique. Examples of the 
applicable preparation technique include a wet extrusion granulation method, a f luidized bed granulation meth- 
od, an agitation granulation method, a compression method, a spray drying granulation method and a grinding 
55 granulation method. A suitable granulation method can be selected from the above granulation methods in con- 
sideration of a desired particle diameter, particle distribution and particle surface state, but in view of a particle 
diameter of 1 to 2 millimeters, the uniform particle diameter distribution, the smooth surface state and the like, 
the fluidized bed granulation method and the agitation granulation method are most preferable. Additionally, 
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it is an effective means to use a nucleating agent which can usually be used In order to effectively manufacture 
the dense core particles. 

The sustained release coat which covers the core can be formed by a usual coating method. For example, 
the water insoluble polymer (d) and the water soluble polymer (e) are dissolved or dispersed in a suitable sol- 

5 vent, and the resultant solution is then sprayed on the core components by an air fluidized bed granulation 
method or a rotary granulation method using a spray, thereby easily forming the sustained release coat around 
the core particles. Examples of the solvent to be used include water, a lower alcohol, acetone, dichloromethane, 
ethyl acetate and mixtures thereof. The ratio of the solvent to be used often depends upon the optimum op- 
erating conditions of a selected coating device, but it is preferably in the range of from 5 to 25%. 

10 It is preferable in a certain case that the sustained release properties of the pyrimidinedione derivative are 

further enhanced to inhibit its dissolution in the stomach. It is more preferable for the object of the present in- 
vention to impart this effect to the present invention. In this case, the pharmaceutical composition is further 
coated with a polymer as a second coat (outer coat, hereinafter referred to as "the intestine soluble coat"), and 
this polymer is dissolved or disintegrated at pH 5 or more which is a pH of a transition area of from the stomach 

15 to the intestines. No particular restriction is put on a coating method, so long as it permits the formation of the 
dense coat, but it is industrially preferable to utilize the coating method for the formation of the first coat (inner 
coat, the sustained release coat) covering the core. The purpose of the second coat is to retard a sustained 
release start time of the drug substance. Thus, in compliance with this purpose, the thickness of the second 
coat can be selected in the range of from 5 to 100 parts by weight based on 100 parts by weight of the core. 

20 In the case that the sustained release start time should be set to an early time, the setting can be adjusted 
by decreasing a coating amount. Incidentally, the typical evaluation of the intestine soluble coat is made on 
the basis of whether the coat is not substantially dissolved in a Japanese pharmacopoeia test liquid No. 1 (pH 
= 1 .2) and the coat is readily dissolved in a test liquid having a pH 5 or more in the same manner. 

Examples of the polymer which is dissolved at pH 5 or more include poly(sodium acrylate), poly(sodium 

25 methacrylate), carboxymethyl cellulose, hydroxy propyl methyl cellulose phthalate, carboxymethyl cellulose cal- 
cium, cellulose phthalate acetate, carboxylmethyiethyl cellulose and hydroxypropylmethyl cellulose acetate 
succinate. 

For the sake of the stabilization of the quality and the workability of the second coat, there can be further 
used inorganic fine particles such as talc and silica, and organic acid salt fine particles of polyvalent metals 

30 such as calcium salts, magnesium salts and zinc salts of organic acids. 

As described above, the manufacturing process of the sustained release pharmaceutical composition re- 
garding the present invention comprises, for example, the preparation of the core, the preparation of the first 
coat covering the core, and the preparation of the second coat further covering the first coat. For example, 
the drug substance (a) and fumaric acid which is the organic acid (b) are mixed in a V type mixer, and granu- 

35 lation is then carried out by a fluidized bed granulator, while an aqueous polyvinyl alcohol solution that is the 
water soluble polymer (c) is sprayed. The resultant granules are dried, and then ground by a hammer mill to 
obtain a fine powder for the core. Next, white sugar is used as a nucleating agent, and the above fine powder 
is granulated by an agitation granulator, while a mixture of ethanol and water is sprayed, thereby forming sphe- 
rical granules. Afterward, the coating of the thus formed granules as the cores is carried out by the agitation 

40 granulator, while a mixed solution of the water insoluble polymer (d) and the water soluble polymer (e) is 
sprayed, to form the first coat. Next, the obtained spherical particles are coated with the second coat by the 
use of the agitation granulator, while a water-ethanol solution of the intestine soluble polymer is sprayed, there- 
by obtaining the sustained release pharmaceutical composition of the present invention. 

The above procedure is merely one example, and the manufacturing means of the present invention are 

45 not limited to this procedure. 

Now, the present invention will be described in detail with respect to examples. In the undermentioned 
examples, 1,3-dimethyl-6-{2-{N-(2-hydroxyethy^ 

pyrimidinedione hydrochloride was used as a drug substance. This drug substance is Compound 8 described 
in Example 4 in Japanese Patent Application Laid-open No. 173873/1991 except that the fumaric acid salt is 
so converted into hydrochloride. 
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<Example 1> 



(Preparation of cores) 



5 


Components 




White sugar particle (carrier) 


300 g 




Drug substance 


500 g 


10 


Lactose 


1,500 g 




Fumaric acid 


250 g 




Polyvinyl alcohol 


104 g 



300 g of a white sugar particle (trade name Nonparel, made by Floint Industry Co., Ltd.) of 20 to 24 mesh 
was agitated by a centrifugal fluid type granulator (CF granulator, made by Floint Industry Co., Ltd.), and a 
mixture of 500 g of a drug, 1,500 g of lactose and 250 g of fumaric acid was added thereto little by little, while 
539 g of a 1 7.6% aqueous solution of polyvinyl alcohol was sprayed on the carrier being agitated, to form coated 
granules. After the granulation, the granules were dried at 60°C overnight to obtain 2,620 g of yellow crude 
granules (average particle diameter =1.1 mm). 



(Preparation of sustained release 


coating) 




25 


Components 


EUDRAGITE RS 


12.6 g 




Polyvinyl pyrrolidone 


2.4 g 



30 150 g of the already obtained crude granules was agitated by an agitation fluidized bed granulator (New 

Marumerizer, made by Fuji Powdal Co., Ltd.). Next, 12.6 g of EUDRAGITE RS (which is an acrylic resin com- 
mercially available from Rohm Pharma GmbH) and 2.4 g of polyvinyl pyrrolidone were dissolved in a mixture 
of 201 g of ethanol and 35 g of water, and the resultant solution was sprayed on the crude granules over about 
30 minutes, and then dried by aeration at 60°C to obtain 160 g of the coated granules (average particle diameter 

35 =1.1 mm). 

<Examples 2 to 6> 

Using the yellow crude granules obtained in Example 1 as cores, the same procedure as in Example 1 
40 was carried out except that the components shown in Table 1 were used as components for sustained release 
coat, thereby obtaining the coated granules. 



45 



50 
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[Table 1] 



5 


Components of coat 


Ratio ( % ) of components 




Ex. 2 


3 


4 


5 


6 


10 


EUDRAGITE RS 


88 


80 


90 


90 




Ethyl cellulose 










90 




Polyvinyl pyrrolidone 


12 


20 






10 


15 


Polyethylene glycol 
Hydroxypropyl cellulose 






10 


10 





20 

* The ratios of the components in 15 g of the 
coat are shown . 



25 

<Release Test> 

In accordance with a release test method No. 2 (Puddle method) described In the 12th revision of Japanese 
pharmacopoeia, 1 ,000 mg (in terms of a drug) of the granules obtained in each of Examples 1 to 6 was added 

30 to 900 ml of each of Japanese pharmacopoeia No. 1 liquid and No. 2 liquid. Afterward, the solution was stirred 
at a temperature of 37°C at a rotational speed of 100 rpm. Every a certain time, 5 ml of the test solution was 
sampled, and then filtered through a membrane filter of 0.45 urn, and an absorbance at 310 nm was measured. 
From this absorbance, an amount of the released drug was determined, and a release ratio was then calculated. 
The results of the release test are shown in Table 2. It is apparent from the result of the Table 2 that the phar- 

35 maceutical compositions of the present invention exhibit a controlled release performance and a high disso- 
lution stability even in the test liquid No. 2. 



8 



EP 0 640 341 A1 



10 



15 



20 



25 



30 



35 



40 



CN 
0) 

r-f 
JQ 
CO 

























1 j 


* 1 






CN 




V— J 




rr\ 
\*J 






* 




















CP 




on 


on 


ro 


in 


CO 


"*3* 






o 






an 




an 


on 


CO 




CM 


rH 




















co 


CN 




rH 


o 


in 


o 


r> 




u 
























CD 


o 


CO 


o 


GO 


CN 


CO 






on 


O 




CJ\ 


o> 


vo 


CO 


vo 








rH 


































dp 




















— 




m 


r- 


on 


ro 


cn 


m 


rH 


rH 






















r\ 
U 




rr\ 
w 




1 I 


VO 


i o 


rH 


in 


CN 


•H 


ro 


on 


on 


Tt* 




00 








4J 




















(6 




















U 




















Q> 


n 


CO 






o 


ro 


rH 




ro 


01 


#-* 


















<d 




CO 




o 


o 


ro 


o 


ro 


o 


w 


CN 


CTl 


CO 


CO 


o*» 


CO 


ro 


m 


ro 


»HJ 




















At 




















a: 






















M 


o 


CO 


ro 


rH 


in 


CO 


rH 


CN 


























CO 


» — 1 


U 1 


rH 


o 




rH 






»—i 


to 


to 


r-l 


CO 




rH 


* 1 


rH 




c 
























rH 


io 


o 


On 


m 




m 




g 
























CO 


ro 


in 


tn 


ro 


CO 


ro 




o 




cm 






CO 




rH 






CO 




































4J -H 


















a) : 


3 


CN 


r-l 


CN 


CN 


rH 


CN 


CN 


CN 


<D < 


T 




















H 


















r-t 






















rH 




CN 


ro 






m 


vo 






K 




















w 

















4J 
C 

o 

£ 
<d 

(D CP 

x: s 

MH 

o *o 

(D 

4-> CQ 

Cn 

•H* <U 
03 XI 

>,MH 

XI o 



4-> 

c 

o 
a 



+J 
c 

0) 

o 

r-l 

a) 
<d x: 

(0 

•H O 
O 

•h cn 
<d n 

V-l T3 

0) 0) 
CO CQ 

<d fd 

rH rH 

CP <D 
H U 

(!) <D 

rC rC 

En +J 



45 



<Example 7> 



2 kg of a drug substance and 1 kg of f umaric acid were mixed for 1 5 minutes in a V type mixer, and gran- 
50 ulation was then carried out by a f luidtzed bed granulator, while 2.67 kg of an aqueous PVA solution having a 
concentration of 1 5% was sprayed. After sufficient drying, the granules were ground by a hammer mill to obtain 
a powder having an average particle diameter of 21 urn. Next, 500 g of white sugar (trade name Nonparel 103) 
was used as a nucleating agent to spread 1,895 g of the above powder. While a 50% aqueous ethanol solution 
was sprayed as a spreading agent, granulation was carried out by the use of an agitation granulator to obtain 
55 crude granules having an average particle diameter of 1.3 mm. The composition of the thus obtained crude 
granules was as follows: 
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Components 


White sugar 


14.8% 


Drug substance 


57.9% 


Fumaric acid 


25.4% 


PVA 


9.1% 



The thus obtained crude granules was coated with sustained release coat at a ratio of 100 parts of the 
former to 11 .7 parts of the latter by the use of the agitation granulator, while ethanol containing 1 5% of water 
was sprayed as a solvent. The composition of the sustained release coat was as follows: 





Components 


15 


EUDRAGITE RS 


90 parts 




PVP 


9.1 parts 




Magnesium Stearate 


7 parts 


20 


Triethyl citrate 


10 parts 



The obtained sustained release pharmaceutical composition was further coated with an intestine soluble 
coat (the second coat) at a ratio of 11 parts of the second coat to 100 parts of the crude granules by the agitation 
granulator, while an ethanol solution containing 15% of water was sprayed. The composition of the intestine 
25 soluble film was as follows: 





Composition 




Hydroxypropyl methyl cellulose phthalate 


100 parts 


30 


Triethyl citrate 


10 parts 



Comparative Example 1> 

300 g of a white sugar particle carrier was used as a nucleating agent, and 1 ,000 g of a powdery drug was 
then granulated by an agitation granulator, while water was sprayed, to obtain spherical particles. Next, the 
particles as cores were coated with the first coat and the second coat to obtain a sustained release pharma- 
ceutical composition having an average particle diameter of 1.2 mm. 

<Comparative Example 2> 

The same procedure as in Example 7 was carried out except that in the coating of the first sustained release 
coat, a water soluble polymer (e) was omitted, to prepare a sustained release pharmaceutical composition. 

•^Comparative Example 3> 

The same procedure as in Example 7 was carried out except that in the coating of the first sustained release 
coat, a mixing ratio of EUDRAGITE (d) and polyvinyl pyrrolidone (e) was 1:1, to prepare a sustained release 
pharmaceutical composition. 

<Examples 8 to 12> 

Cores were prepared in the same manner as in Example 7, and these granules were successively coated 
with the first coat (sustained release coat) and the second coat (intestine soluble coat) by the use of the same 
agitation fluid granulator (New Marumerrzer) as in Example 7. Compositions of the first coat and the second 
coat are shown in Table 3. By any prescription, yellow spherical granules having an average particle diameter 
of 1.3 mm could be obtained. 
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In accordance with the procedure described in Examples 1 to 6, each product of Examples 7 to 12 was 
subjected to a release test, and the results of the test are shown in Table 4. In consequence, it is apparent that 
the first coat contributes to the sustained release of the drug, and the second coat is effective to retard a sus- 
tained release start time of the drug. Furthermore, Table 5 shows the results of similar release tests for the 
5 products of Comparative Examples 1 to 3. 
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45 

As is apparent from the results of Comparative Example 1, in the case that the organic acid (b) and the 
water soluble polymer (c) are not contained in the core, it is apparent that the drug does not stably release in 
50 the test liquid No. 2. 

It is apparent from the results of Comparative Example 2 that in the case that the water soluble polymer 
(e) is omitted from the first coat (the sustained release coat), pores enough to pass the water soluble polymer 
(c) therethrough are not formed in the coat, and so the drug alone is passed through the coat in the test liquid 
No. 2 and it precipitates, with the results that the drug does not stably release. 
55 In Comparative Example 3, when the first coat (the sustained release coat) is formed, the amount of the 

water soluble polymer (e) is used in excessively large quantities, the excessive pores are formed, so that a 
release velocity is too high and the release control function as the sustained release film cannot be exerted. 
Thus, the core components are inconveniently released in a short period of time in the test liquid No. 2. 
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<Results of an administration test to beagles> 

In order to confirm an efficacy of the pharmaceutical composition of the present invention, an administra- 
tion test to a beagle was carried out to measure a change of its concentration in blood plasma to time. The 

5 pharmaceutical composition of Example 1 and a usual pharmaceutical composition as a control having no sus- 
tained release properties were each administered to the beagle in an amount of 10 mg/kg. The results are 
shown in Fig. 1, and the control of a maximum concentration in blood plasma and the retard of a time till the 
attainment of the maximum concentration were observed, and it was confirmed that the pharmaceutical com- 
position of the present invention was effective. 

10 As is apparent from the above results, the present invention can provide the effect that a pyrimidinedione 
derivative mentioned in Japanese Patent Application Laid-open No. 173873/1 991 can be released in a desired 
time and a desired concentration in blood can be maintained for a long period of time. 



15 Claims 

1 . A sustained release pharmaceutical composition for oral administration comprising a core and a coat cov- 
ering the core; 

said core comprising as essential components: 
20 (a) 1 ,3-dimethyl-6-{2-{N-(2-hydroxyethyl)-N-[3-(4-nitrophenyi)propyl]amino}ethylamino}-2 t 4-(1 H,3H)- 

pyri mid ined tone or its acid adduct as an active component, 

(b) an organic acid, and 

(c) one or more water soluble polymers selected from polyvinyl alcohol, polyethylene glycol, polyvinyl 
pyrrolidone, hydroxypropyl cellulose, hydroxypropylmethyl cellulose, carboxymethyl cellulose and hy- 

25 droxyethyl cellulose. 

said core having properties capable of stably dissolving the active component (a) in an intestinal 
liquid without precipitation; 

said coat covering the core comprising a mixture of: 

(d) a water insoluble polymer, and 
30 (e) a water soluble polymer, 

the water insoluble polymer (d) being mixed with the water soluble polymer (e) in such a ratio 
that the active component (a), the organic acid (b) and the water soluble polymer (c) can penetrate to- 
gether through the coat in order for the active component (a) passed through the coat not to rapidly 
precipitate in the intestinal liquid. 

35 

2. The sustained release pharmaceutical composition according to Claim 1 wherein the amount of the water 
soluble polymer (c) for forming the core is in the range of from 5 to 200 parts by weight based on 100 
parts by weight of the active component (a). 

40 3. The sustained release pharmaceutical composition according to claim 1 or 2 wherein the water insoluble 
polymer (d) for forming the coat is selected from ethyl acrylate-methyl methacryiate-trimethylammoniu- 
methyi chloride methacryiate copolymer, ethyl acryiate-methyl methacrylate copolymer, polymethyl me- 
thacrylate, cellulose acetate, cellulose acetate butylate, ethylene-vinyl acetate copolymer, polyvinyl acet- 
ate and ethyl cellulose. 

45 

4. The sustained release pharmaceutical composition according to Claim 1 , 2 or 3 wherein the water soluble 
polymer (e) for forming the coat is selected from polyvinyl pyrrolidone, hydroxypropyl cellulose, hydroxy- 
propylmethyl cellulose, polyethylene glycol, hydroxyethyl cellulose, methyl cellulose, polyvinyl alcohol, 
carboxymethyi cellulose and polydimethylaminoethyl methacrylate. 

50 5. The sustained release pharmaceutical composition according to any preceding claim wherein the organic 
acid (b) for forming the core is selected from adipic acid, maleic acid, malonic acid, f umaric acid, malic 
acid, tartaric acid, ascorbic acid, lactic acid, citric acid and succinic acid. 

6. The sustained release pharmaceutical composition according to any preceding claim wherein the active 
55 component (a) is an adduct with an organic acid or an inorganic acid selected from f umaric acid, maleic 

acid, oxalic acid, malonic acid, succinic acid, tartaric acid, citric acid, lactic acid, benzenesuifonic acid, 
hydrochloric acid, hydrobromic acid, phosphoric acid, sulfuric acid, nitric acid and methanesulfonic acid. 
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15 



20 



7. The sustained release pharmaceutical composition according to any preceding claim further comprising 
a second coat of a polymer which is dissolved at pH 5 or more. 

8. The sustained release pharmaceutical composition according to Claim 7 wherein the polymer which is 
dissolved at pH5 or more is selected from poly(sodium acrylate), poly(sodium methacrylate), carboxyme- 
thyl cellulose, hydroxypropylmethyl cellulose phthalate, carboxymethyl cellulose calcium, cellulose phtha- 
late acetate, carboxylmethylethyl cellulose and hydroxypropylmethyl cellulose acetate succinate. 

9. The sustained release pharmaceutical composition according to Claim 1 which is orally administered. 

10. A process for preparing a sustained release pharmaceutical composition for oral administration compris- 
ing a core and a coat covering the core, said process comprising: 

the step of forming said core comprising as essential components: 

(a) 1,3-dimethyl-6-{2-{N-(2-hydroxyethyl)-N-^^ 
pyrimidinedione or its acid adduct as an active component, 

(b) an organic acid, and 

(c) one or more water soluble polymers selected from polyvinyl alcohol, polyethylene glycol, polyvinyl 
pyrrolidone, hydroxypropyl cellulose, hydroxypropylmethyl cellulose, carboxymethyl cellulose and hy- 
droxyethyl cellulose, 

said core having properties capable of stably dissolving the active component (a) in an intestinal 
liquid without precipitation; and 

the step of forming said coat covering the core from a mixture obtained by mixing a water in- 
soluble polymer (d) with a water soluble polymer (e) in such a ratio that the active component (a), the 
organic acid (b) and the water soluble polymer (c) can penetrate together through the coat in order for 
the active component (a) passed through the coat not to rapidly precipitate in the intestinal liquid. 

11. The process for preparing a sustained release pharmaceutical composition according to Claim 10 wherein 
the amount of the water soluble polymer (c) for forming the core is in the range of from 5 to 200 parts by 
weight based on 100 parts by weight of the active component (a). 

30 12. The process for preparing a sustained release pharmaceutical composition according to Claim 10 or 11 
wherein the water insoluble polymer (d) for forming the coat is selected from ethyl acrylate-methyl me- 
thacrylate-trimethylammoniumethyl chloride methacrylate copolymer, ethyl acrylate-methyl methacry- 
late copolymer, polymethyi methacrylate, cellulose acetate, cellulose acetate butylate, ethylene-vinyl 
acetate copolymer, polyvinyl acetate and ethyl cellulose. 

35 

13. The process for preparing a sustained release pharmaceutical composition according to claim 10, 11 or 
12 wherein the water soluble polymer (e) for forming the coat is selected from polyvinyl pyrrolidone, hy- 
droxypropyl cellulose, hydroxypropylmethyl cellulose, polyethylene glycol, hydroxyethyl cellulose, methyl 
cellulose, polyvinyl alcohol, carboxymethyl cellulose and polydimethylaminoethyl methacrylate. 

40 

14. The process for preparing a sustained release pharmaceutical composition according to claim 10, 11, 12 
or 13 wherein the organic acid (b) for forming the core is selected from adipic acid, maleic acid, malonic 
acid, fumaric acid, malic acid, tartaric acid, ascorbic acid, lactic acid, citric acid and succinic acid. 

45 15. The process for preparing a sustained release pharmaceutical composition according to any of claims 1 0- 
14 wherein the active component (a) is an adduct with an organic acid or an inorganic acid selected from 
fumaric acid, maleic acid, oxalic acid, malonic acid, succinic acid, tartaric acid, citric acid, lactic acid, ben- 
zenesulfonic acid, hydrochloric acid, hydrobromic acid, phosphoric acid, sulfuric acid, nitric acid and me- 
thanesulfonic acid. 



25 



50 



55 



16. The process for preparing a sustained release pharmaceutical composition according to any of claims 1 0- 
15 further comprising, after the step of forming the coat, a step of forming a second coat by covering with 
a polymer which is dissolved at pH5 or more. 

17. The process for preparing a sustained release pharmaceutical composition according to Claim 16 wherein 
the polymer which is dissolved at pH 5 or more is selected from poly(sodium acrylate), poly(sodium me- 
thacrylate), carboxymethyl cellulose, hydroxypropylmethyl cellulose phthalate, carboxymethyl cellulose 
calcium, cellulose phthalate acetate, carboxylmethylethyl cellulose and hydroxypropylmethyl cellulose 
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acetate succinate. 

1 8. The process for preparing a sustained release pharmaceutical composition according to any of claims 1 0- 
1 7 which further comprising the step of beforehand coating the active component (a) with the water soluble 
polymer (c). 
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